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DETAILED ACTION 

Response to the Amendment 

The Amendment filed on 4/17/2007 in response to the previous Non-Final Office Action 
(2/26/2007) is acknowledged and has been entered. 

Claims 1-14 and 48-49 are currendy pending and under consideration. 

Rejections Withdrawn: 

The rejection of claims 1-14 and 48-49 under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the steps. See 
MPEP § 2172.01 is withdrawn in view of AppUcants amendments. 

The rejection of claims 1, 4-5 and 11 on the ground of nonstatutory obviousness double 
patenting as being unpatentable over claims 1, 4-5, 16-18 and 24-25 of US Patent 6,962,702 is 
withdrawn in view of Applicants filing of a terminal disclaimer. 

New Rejections upon further Consideration: 

Claim Rejections - 35 use § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

Claim 7 is rejected imder 35 U.S.C. 112, first paragraph, as containing subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention because the 
specification does not provide evidence that the claimed biological materials are (1) known and 
readily available to the public; (2) reproducible firom the written description. 

It is unclear whether a cell line which produces an antibody having the exact chemical 
identity of MIN-1 4 or 734 is known or publicly available, or can be reproducibly isolated without 
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undue experimentation. Therefore, a suitable deposit for patent purposes is suggested. Without a 
publicly available deposit of the above cell line, one or ordinary skill in the art could not be assured 
of the ability to practice the claimed invention as claimed. Exact replication of: (1) the claimed cell 
hne; (2) a cell line which produces the chemically and functionally distinct antibody claimed; and/ or 
(3) the claimed antibody's amino acid or nucleic acid sequence is an iinpredictable event. 

For example, very different chains (about 50% homologous) can combine with the same 
Vk chain to produce antibody-binding sites with nearly the same size, shape, antigen specificity, and 
affinity. A similar phenomenon can also occur with very similar properties. The resvJts indicate that 
divergent variable region sequences, both in and out of the complementarity-determining regions, 
can be folded to form similar binding site contours, which result in similar immunochemical 
characteristics. [FUNDAMENTAL IMMUNOLOGY 242 (William E. Paul, M.D. ed., 3"" ed. 1993)]. 
Therefore, it would require undue experimentation to reproduce the claimed antibody species. 
Deposit of the hybridoma would satisfy the enablement requirements of 35 U.S.C. 112, first 
paragraph. See, 37 C.F.R. 1.801-1.809. 

If a deposit is made under the terms of the Budapest Treaty, then an affidavit or declaration 
by applicants or someone associated with the patent owner who is in a position to make such 
assurances, or a statement by an attorney of record over his or her signature, stating that the deposit 
has been made under the terms of the Budapest Treaty and that all restrictions imposed by the 
depositor on the availability to the public of the deposited material wiU be irrevocably removed upon 
the granting of a patent, would satisfy the deposit requirements. See. 37 CFR 1 .808. 

If a deposit is not made under the terms of the Budapest Treaty, then an affidavit or 
declaration by applicants or someone associated with the patent owner who is in a position to make 
such assurances, or a statement by an attorney of record over his or her signature, stating that the 
deposit has been made at an acceptable depository and that the following criteria have been met: 

(a) during the pendency of this application, access to the invention will be afforded to one 
determined by the Commissioner to be entitled thereto; 

(b) all restrictions imposed by the depositor on the availability to the public of the 
deposited material will be irrevocably removed upon granting of the patent; 

(c) the deposit will be maintained for a term of at least thirty (30) years and at least five (5) 
years after the most recent request for the furnishing of a sample of the deposited 
material; 

(d) a viability statement in accordance with the provisions of 37 CFR 1 .807; and 
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(e) the deposit will be replaced should it become necessary due to inviability, 

contamination or loss of capability to function in the manner described in the 
specification. 

Amendment of the specification to recite the date of deposit and the complete name and 
address of the depository is requited. As an addition means for completing the record, applicant 
may submit a copy of the contract with the depository for deposit and maintenance of each deposit. 

If a deposit is made after the effective filing date of the application for patent in the United 
States, a verified statement is required from a person in a position to corroborate that the biological 
material described in the specification as filed is the same as that deposited in the depository, stating 
that the deposited material is identical to the biological material described in the specification and 
was in the applicant's possession at the time the application was filed. 

AppUcant's attention is directed to In re Lundack . 773 F.2d. 1216, 227 USPQ 90 (CAFC) 
and 37 CFR 1.801-1.809 for further information concerning deposit practice. 

In addition the identifying information set forth in 37 CFR 1 .809(d) should be added to the 
specification. See 37 CFR 1.803 - 37 CFR 1.809 for additional explanation of these requirements. 

Claim Rejections - 35 use § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

Claims 1-4, 11 and 48 are rejected under 35 U.S.C. 103(a) as being impatentable over Hansen 
et al. (WO 91/08770, 1991, of record) in view of Barbet et al. (US 5,256,395, 1993). 

Hansen teaches a method for increasing the target-specific toxicity of a drug, comprising 
pretargeting an enzyme to a human target cell; and administering a cytotoxic drug or a prodrug form 
thereof known to act at the target site, wherein the enzyme is capable of forming the active 
therapeutic agent (page 4, line 13 to page 5, line 2 and page 46, lines 4-5). Specifically, the WO 
document teaches that the enzyme is pretargeted to a target cell using an antibody-enzyme conjugate 
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(page 5, lines 14-15). With regards to the enzyme, the WO. document teaches that suitable enzymes 
include, but are not limited to, glucuronidase, beta-glucosidase, beta-lactamase, cellulose, dextranase, 
fructose, aminopeptidase and lysozyme ^age 9, lines 22-31). With regards to the antibody, the WO 
document teaches that the antibodies include, but are not limited to, monoclonal antibodies, 
antibodies having dual or multiple antigen or epitope specifities or fragments thereof including 
hybrid fragments (page 6, Unes 22-30 and page 7, lines 11-22). Moreover, the WO document 
teaches that bispecific antibodies can also be used as the antibody-enzyme conjugate, wherein the 
bispecific antibody contains at least one binding site specific to an antigen at the target site and at 
least one other binding site specific to the enzyme component of the antibody-enzyme conjugate, 
thereby obviating the need to covalently conjugate the enzyme to the antibody (page 8, lines 24-37). 
Regarding the drug, the WO document teaches that the one type of anti-tumor drug that can be 
converted to a substrate for glucurodinase is an anthracycline glycoside referred to as epirubicin 
(page 14, Hnes 25-35). In addition, Handen teaches that the clearance of the antibody-enzyme 
conjugate and/or the substrate-enzyme conjugate can be accelerate by using a second antibody 
complex which recognizes the conjugate and enhances the rate of uptake by macrophages (page 25, 
lines 20-33). Thus, while Hansen does not explicidy teach that the epirubicin is detoxified to form 
an intermediate of lower toxicity, whereby the detoxified intermediate is reconverted to its more 
toxic form by the pretargeted enzyme, the claimed limitation does not appear to result in a 
manipulative difference in the method steps when compared to the prior art disclosure because the 
specification teaches (page 9, 3"* full paragraph) that drugs such as epirubicin which are detoxified in 
the liver to glucuronides such as epirubicin are suitable candidates for the site specific enhancement 
methods of the present invention. See Bristol-Myers Squibb Company v. Ben Venue Laboratories 
58 USPQ2d 1508 (CAFC 2001). In the instant case, the mechanism of action does not have a 
bearing on the patentability of the invention if the invention was already known or obvious. Mere 
recognition of latent properties in the prior art does not render nonobvious an otherwise known 
invention. In re Wiseman. 201 USPQ 658 (CCPA 1979). Granting a patent on die discovery of an 
unknown but inherent function would remove from the public that which is in the public domain by 
virtue of its inclusion in, or obviousness from, the prior art. In re Baxter Travenol Labs. 21 
USPQ2d 1281 (Fed. Cir. 1991). See M.P.E.P. 2145. 
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Hansen does not explicity teach that the bispecific antibody comprises an arm which targets 
a low molecular weight hapten that is conjugate to said enzyme or administering a low molecxilar 
weight hapten that is conjugated to said enzyme. 

Barbet et al. teach immunogical reagents consisting of a) antibody or fragment conjugates 
having both anti-cell specificity and anti-hapten specificity; and b) a synthetic tracer containing at 
least two hapten attached to radioactive isotopes, paramagnetic ions, drugs or toxins, wherein the 
reagents are capable of binding to target cells in a specific way, and the tracer localizes preferentially 
on the membrane of antigen-bearing cells even in the presence of excess antibody conjugate 
(column 4, lines 22-47). 

Thus, it would have been prima facie obvious at the time the iiivention was made to modify 
the bispecific antibody as taught by Hansen et al. to include a bispecific antibody as taught by Barbet 
et al., and further to modify the pretargeting method as taught by Hansen et al. to include 
administration of an hapten-enzyme conjugate in view of the teachings Barbet et al. One would have 
been motivated to do so because Barbet et al. teach that the hapten conjugates localizes 
preferentially on the membrane of antigen-bearing cells even in the presence of excess antibody 
conjugate. Thus, one would have a reasonable expectation of success that by modifying the 
bispecific antibody as taught by Hansen et al. to include a bispecific antibody as taught by Barbet et 
al., and ftirther modifying the pretargeting method as taught by Hansen et al. to include 
administration of an hapten-enzyme conjugate in view of the teachings Barbet et al., one would 
achieve a method of improving pretargeting an enzyme to the membrane of an antigen-bearing cell.. 

Claims 12 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable over Hansen et 
al. (WO 91/08770, 1991) in view Barbet et al. (US 5,256,395, 1993) and in fiarther view of Griffiths 
et al (WO 96/40245, 1996, of record). 

Hansen in view of Barbet et al. teach, as applied to claims 1-4, 11 and 48 above, a method 
for increasing the target-specific toxicity of a drug, comprising (a) pretargeting an enzyme to a 
human target cell, wherein said pretargeting comprises (1) administering a bispecific antibody or 
fragment thereof, wherein one arm of the bispecific antibody is targeted against a target site antigen 
and a second arm is targeted against a low molecular weight hapten that is conjugated to said 
enzyme and (2) administering a low molecular weight hapten that is conjugated to said enzyme; (b) 
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administering a second antibody complex which recognizes the conjugate and enhances the rate of 
clearance and (3) administering a cjrtotoxic drug or a prodrug form thereof known to act at the, 
target site, wherein the enzyme is capable of forming the active therapeutic agent 

Hansen in view of Barbet et al. does not explicidy teach that the antibody used during the 
clearing step is an anti-idiotypic antibody, wherein the anti-idiotypic antibody is specific for the 
paratope of the monoclonal antibody conjugate to the enzyme. 

Griffiths et al. teach an improvement in in vivo pretargeting methods, wherein the 
improvement involves the administration of a clearing agent that binds to the primary binding site of 
the primary targeting species, whereby substantially only non-localized primary targeting species are 
cleared and targeted primary targeting species are not removed from the target site (page 6, lines 7- 
35). For example, the WO document teaches that when the primary targeting species is an antibody, 
the clearing agent comprises an antibody which recognizes the antigen binding region (paratope) of 
the targeting antibody, i.e., the clearing agent comprises an anti-idiotypic second antibody (page 9, 
lines 1-12 and page 10, line 38 to page 11, line 6). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to combine the method taught by Hansen in view of Barbet et al. with an anti- 
idiotypic antibody in view of Griffiths et al teachings of an improved method of in vivo pretargeting. 
One would have been motivated to do so because of Griffiths et al. teach that anti-idiotypic 
antibodies allow for the selective removal of non-localized targeting species and not the removal of 
targeting species from the target site. Thus, one of ordinary skill in the art would have a reasonable 
expectation that by using an anti-idiotypic antibody in the clearance step taught by Hansen in view 
of Barbet, one would achieve a method of improving pretargeting an enzyme-antibody conjugate for 
therapeutic purposes. 

Conclusion 

Claims 5-6, 8-10, 13 and 49 appear to be free of the prior art, but are objected to as being 
dependent from a rejected independent claim. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Brandon J. Fetterolf, PhD whose telephone number is (571)-272-2919. The 
examiner can normally be reached on Monday through Friday firom 7:30 to 4:30. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Shanon Foley can be reached on 571-272-0898. The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Brandon J Fetterolf, PhD 
Patent Examiner 
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